Down syndrome is the most common chromosomal abnormality. A simultaneous occurrence with Marfan syndrome is extremely rare. We present a case of a 28-year-old female with Down syndrome and a mutation in the fibrillin-1 gene. Patient showed strikingly few manifestations of Marfan syndrome. Although variable expression is known to be present in Marfan syndrome, phenotypic expression of Marfan syndrome in our patient might be masked by the co-occurrence of Down syndrome.
INTRODUCTION
Down syndrome (DS) is the most common chromosomal abnormality among liveborn infants and the most frequent form of intellectual disability with a prevalence of 1 to 2 per 1000 live births. 1 DS is characterized by various congenital malformations, characteristic dysmorphic features and other health-related problems. Marfan syndrome (MFS) is an autosomal dominantly inherited connective tissue disorder,
with an estimated prevalence of 1 to 2 per 10.000. It affects various organs in particular the skeleton, the heart and the eyes, with variable phenotypic expression. 2 Diagnosis of MFS is made according to the Ghent nosology. 3 This requires 'major' criteria in at least two systems and the involvement of a third system with 'minor' criteria. The condition is caused by mutations in the fibrillin-1 (FBN1) gene, located on chromosome 15. 4 Mutations in this gene have also been reported in Marfanrelated diseases like ectopia lentis syndrome and familial ascending aortic aneurysms. 5 In 10 percent of cases that fulfil the criteria of MFS, no mutation in the FBN1 gene is identified. Mutations in the transforming growth factor-beta receptor 2 (TGFBR2) on chromosome 3 and TGFBR1 on chromosome 9 have been linked to the Marfan phenotype in some of these patients. 6 Here, we present a patient with DS and a mutation in the FBN1 gene. To the authors' knowledge, this is the first reported case described in the English literature. Both DS and MFS are associated with specific phenotypic characteristics. Therefore, the phenotypic appearance in our patient is clinically intriguing
CASE REPORT
A 28 year-old-woman was born with extreme hypotonia and typical dysmorphic features of DS. DS was diagnosed three days after birth by karyotyping (karyotype 47, XX +21). Throughout childhood, major health care problems were progressive weight gain and multiple orthopedic surgical interventions because of luxation of the patella. A congenital heart defect was absent. . Ehlers-Danlos syndrome. 11 Features of MFS were not obvious in our case.
Phenotypic expression with respect to presence and severity of symptoms of MFS is known to be variable, even within families. The mutation (IVS 11+5G>A) has been described before in other studies. 5, 12 In at least one case, the mutation caused an incomplete MFS. 12 This is consistent with the incomplete MFS in patient and her father. In addition, the relatively young age of our patient may partly account for the lack of symptoms of MFS. However, in our patient, phenotypic features of MFS might possibly be camouflaged by a co-existence with DS. For example DS is associated with typical facial features, short stature, small hands and short fingers that could diminish the manifestations of MFS. On the other hand, symptoms of DS overlap with MFS. For example, acquired hip dislocation occurs in 6% of DS patients 13 and 2% of MFS patients have a dysplasia of the hip. 14 Flat feet occur in 60% of patients with DS 15 and in 25% of MFS patients. 14 In the case presented here, joint hypermobility and flat feet may be associated with both syndromes. Cardiovascular manifestations are common in both syndromes. It is remarkable that our patient showed no signs of cardiovascular disease. People with DS show physical changes related to aging about 20 to 30 years ahead of people of the same age in the general population (decreased skin tone, early graying or loss of hair, cataract, hearing loss, Alzheimer disease). Therefore DS may hypothetically influence progression of MFS by acceleration of aortic dilatation. However, this could not (yet) be observed in our patient. Nevertheless, she is at risk for cardiovascular complications associated with this syndrome. Therefore regular cardiac ultrasound examination is performed. Since the care of patients with DS has improved in recent decades with improved survival,
